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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including tine fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 15 Jan 
2009 has been entered. 

This Office Action is responsive to Applicant's Amendment and Remarks, filed 15 
Jan 2009, in which claim 1 is amended to change the scope and breadth of the claim. 

This application is the national stage entry of PCT/GB04/50025, filed 12 Nov 
2004; and claims benefit of foreign priority document UNITED KINGDOM 0326486.8, 
filed 14 Nov 2003. The foreign priority document is in English. 

Claims 1,3-10 and 12-15 are pending. 

Rejections Wittidrawn 

Applicant's Amendment, filed 15 Jan 2009, with respect to claims 1,3-10 and 12- 
15 rejected under 35 U.S.C. 103(a) as being unpatentable over Takahashi et al. (WlPO 
publication WO 02/36135, published 10 May 2002, of record) and Bowman et al. (WlPO 
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publication WO 00/69441, published 23 Nov 2000, of record), which is incorporated-by- 
reference into Takahashi et al. (Takahashi at al. page 1 , lines 5-7) in view of Dorr et al. 
(Cancer Chemotherapy Handbook, 1994, Appleton & Lange, 2"^^ ed, p395-416, of 
record) has been fully considered and is persuasive, as amended claim 1 recites the 
method with ET-743 administered in a dose range between 0.6 and 0.75 mg/m^and 
Takahashi et al. and Bowman et al. in view of Dorr et al. teaches a dosage of 0.5 
mg/m^. 

This rejection has been withdrawn. 

The following are new grounds of rejection. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or deschbed as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Amended Claims 1,3-10 and 12-15 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Takahashi et al. (WlPO publication WO 02/36135, published 
10 May 2002, of record), hereafter WlPO '135, in view of van Kesteren et al. (Clinical 
Cancer Research, 2000, 6, p4725-4732, cited in PTO-892) and in view of Takahashi et 
al. (Clinical Cancer Research, 2001, 7, p3251-3257, provided by Applicant in IDS filed 
12 May 2006), hereafter "Takahashi et al. 2001", and further in view of Dorr et al. 
(Cancer Chemotherapy Handbook, 1994, Appleton & Lange, 2"^^ ed, p395-416, of 
record). 

WlPO '135 discloses the method of combination therapy of ET-743 and 
doxorubicin to treat the cancer sarcoma (page 2, lines 26-29), specifically envisioning 
treating a human (page 4, lines 1 1 -1 2). WlPO '1 35 discloses the drugs provided as a 
separate composition for administration at different times (page 1 , lines 12-13). WlPO 
'135 discloses administering ET-743 after administering doxorubicin (page 21, lines 13- 
14), which is to say administering doxorubicin prior to the administration of ET-743. 
WlPO '135 discloses administration of the compounds by intravenous infusion, with 
infusion times of up to 24 hours and 2-6 hours preferred (page 4, lines 25-26). WlPO 
'135 discloses infusions carried out at suitable intervals of 2 to 4 weeks (page 5, lines 2- 
3). WlPO '1 35 discloses the correct dosage of the compounds will vary according to the 
particular formulation, mode of application, situs, host, and tumor being treated (page 5, 
lines 6-10). 
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WlPO '135 does not specifically disclose ET-743 administered with a dose range 
between 0.6 mg/m^ and 0.75 mg/m^and doxorubicin administered with a dose of about 
60 mg/m^ or about 50 mg/m^ (instant claim 1 ). WlPO '1 35 does not specifically disclose 
the infusion of doxorubicin carried out once every 21 days (instant claim 9). WlPO '135 

does not specifically disclose the method wherein the infusion of doxorubicin is carried 
out on day 1 and the infusion of ET-743 on days 1 and 8, every 21 days (instant claim 
10). 

van Kesteren et al. teaches ET-743 administered as a 24 hr i.v. infusion every 3 
weeks to a human patient with dosage escalation (page 4726, right column, paragraph 
5). van Kesteren et al. teaches ET-743 administered at the dosage 400 to 900 jug/m^, 
or 0.4 to 0.9 mg/m^, results in an increase in plasma concentration that is a predictable 
trend to one of skill in the art (page 4728, figure 3). van Kesteren et al. teaches ET-743 
administered at the specific dosage 600 ^ig/m^, or 0.6 mg/m^, administered every 21 
days during multiple courses (page 4728, right column, section RESULTS), van 
Kesteren et al. teaches It is known in the art that the dosage for a human In terms of 
^g/m^ or mg/m^ can be safely applied at higher dosages than in the mouse model 
(spanning page 4731 , right column, paragraph 4 at bottom and page 4732, left column, 
paragraph 1 at top). 

Takahashi et al. 2001 teaches the effect of ET-743 and doxorubicin is dependent 
on the sequence of administration of ET-743 and doxorubicin (page 3251, abstract). 
Takahashi et al. teaches the treatment protocol of ET-743 and doxorubicin administered 
at a constant molar ratio of 1 ET-743 : 100 doxorubicin (page 3252, left column. Figure 
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1 at middle of page). Takahashi et al. 2001 teaches a synergistically additive effect of 
ET-743 followed by doxorubicin after 24 hrs and a synergistically antagonistic effect of 
doxorubicin followed by ET-743 after 24 hrs are known in the art (page 3254, right 
column, paragraphs 1-4). Takahashi et al. 2001 teaches a synergistically additive effect 
of ET-743 and doxorubicin concomitantly (spanning page 3256, left column, paragraph 
4 and right column, paragraph 1), which broadly interpreted is the administration of one 
agent immediately followed by the other agent. 

Dorr et al. teaches dosing guidelines for doxorubicin of 60-75 mg/m^ 
administered every 3 weeks (page 399, table on lines 38-45), or 21 days. Compared to 
a dose of up to 120 mg/m^ (page 399, left column, lines 10-13), a dose of 60 mg/m^ is 
about 50 mg/m^. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to combine WlPO '1 35 in view of van Kesteren et al. and in view of Takahashi 
et al. and further in view of Dorr et al. WlPO '135 teaches the method of combination 
therapy of ET-743 and doxorubicin to treat the cancer sarcoma in a human. One of 
ordinary skill in the art would have looked to the prior art van Kesteren et al. for dosage 
of ET-743 administered as an i.v. infusion every 3 weeks to a human patient to treat the 
cancer sarcoma and the prior art Takahashi et al. 2001 for the teaches the treatment 
protocol of ET-743 and doxorubicin administered at a constant molar ratio of 1 ET-743 : 
100 doxorubicin concomitantly to treat sarcoma cells. One of ordinary skill in the art 
would have a reasonable expectation of success in combining WlPO '135 with the 
dosage taught by in view of van Kesteren et al. and in view of Takahashi et al. because 
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van Kesteren et al. teaches that dosage is safe in a human and Dorr et al. teaches that 
dosage of doxorubicin and administration every 3 weeks is safe in a human. WlPO '135 
discloses the correct dosage of the compounds will vary according to the particular 
formulation, mode of application, situs, host, and tumor being treated (page 5, lines 6- 
1 0). It would have been routine experimentation for one of ordinary skill in the art at the 
time of the invention to optimize dosage of the compounds to result in the method 
wherein the infusion of doxorubicin is carried out on day 1 and the infusion of ET-743 on 
days 1 and 8, every 21 days. 
Response to Applicant's Remarks: 

Applicant's Remarks, filed 15 Jan 2009, have been fully considered and not 
found persuasive in view of the new grounds of rejection of the amended claims. 

Applicant's remarks regarding the antagonistic effects between doxorubicin and 
other agents as supported by evidence provided by, for example, Hahn et al. has been 
considered. However, Takahashi et al. 2001 teaches ET-743 and doxorubicin 
administered at a constant molar ratio of 1 ET-743 : 100 doxorubicin concomitantly to 
treat sarcoma cells and teaches this specific combination exhibits a synergistically 
antagonistic effect when administration doxorubicin is followed by ET-743 after 24 hrs is 
known in the art. Concomitant administration, which broadly interpreted is the 
administration of one agent immediatelv followed by the other agent, does not result in 
such antagonistic effects. This teaching by Takahashi et al. 2001 specific to the 
comination of ET-743 and doxorubicin is more persuasive than general teachings of ET- 
743 in combination with agents other than doxorubicin or doxorubicin in combination 
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with agents otiier tlian ET-743. As furtlier evidence, Meco et al. (Cancer Chemother 
Pharmacol 2003, 52, pi 31 -138, provided by Applicant in IDS mailed 13 Nov 2007) 
teaches it is known in the art that the ratio of ET-743 to doxorubicin in the combination 
affects the synergy of the combination determined by a factorial design for the dosages 
and that the additive advantage is present when the comparative dose of ET-743 is 
equal to the comparative dose of doxorubicin (page 133, left column, paragraph 5 and 
page 134, Table 1 at top of page). Meco et al. teaches it is known in the art that the 
ratio of ET-743 to doxorubicin at a constant molar ratio of 1 ET-743 : 100 doxorubicin is 
more effective than each drug given alone (page 134, left column, section In vivo 
studies), or is advantageously additive and safely tolerated by the mouse model, van 
Kesteren et al. teaches it is known in the art that the dosage for a human in terms of 
^g/m^ or mg/m^ can be safely applied at higher dosages than in the mouse model 
(spanning page 4731 , right column, paragraph 4 at bottom and page 4732, left column, 
paragraph 1 at top), specifically comparing the 200 |u.g/kg toxicity level in the mouse 
model in Meco et al. (page 134, left column, section In vivo studies). 

Regarding the results of the data regarding a reduction in dose-limiting toxicity, 
Meco et al. provides evidence that this result is not unexpected for the ratio of 1 ET-743 
: 100 doxorubicin wherein doxorubicin is administered 1h prior to ET-743 (page 134, 
right column, paragraph 1). Claim 1 encompasses doxorubicin in a dosage of about 60 
mg/m^and ET-743 administered in a dosage of 0.6 mg/m^. Claims 12 recites 
doxorubicin in a dosage of about 60 mg/m^ followed by ET-743 administered in a 
dosage of 0.7 mg/m^. Claim 13 recites doxorubicin in a dosage of about 50 mg/m^ 
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followed by ET-743 administered in a dosage of 0.6 mg/m^. These dosages are 
reasonably close enough to the ratio of 1 ET-743 : 100 doxorubicin taught by Meco et 
al. that one of ordinary skill in the art would expect the same effect of less toxicity for the 
administration taught by Meco et al. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g.. In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



Amended Claims 1 and 3-9 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-1 1 
and 19-20 of commonly assigned copending Application No. 11/577,790. 

Although the conflicting claims are not identical, they are not patentably distinct 
from each other because claims 1-9 and 19-20 of copending Application No. 1 1/577,790 
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are drawn to a method of treating cancer in a human comprising administering ET-743 
and a Pegylated Liposomal form of the anthracycline Doxorubicin. Instant claims 1 and 
3-9 are drawn to the method of treating cancer in a human comprising administering 
ET-743 and doxorubicin. The instant specification discloses one non-limiting 
embodiment wherein the doxorubicin does not take the form of doxorubicin In the 
Pegylated Liposomal form (page 8, lines 8-10). However, this disclosure leads one to 
immediately envision the opposite, the embodiment wherein the doxorubicin does take 
the form of doxorubicin in the Pegylated Liposomal form. Claims 2 and 3 recites the 
limitation of Instant claim 3. Claim 4 recites the limitation of Instant claim 4. Claim 5 
recites the limitation of instant claim 5. Claim 6 obviates the limitation of Instant claim 6. 
Claim 7 obviates instant claim 7. Claim 8 obviates instant claims 8 and 9. A dosage of 
0.6 mg/m^ or 0.75 mg/m^ encompassed within claim 9 of copending Application No. 
1 1/577,790 Is rendered obvious by the disclosure at page 14, table 5a of the 
specification of copending Application No. 11/577,790. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 
Response to Applicant's Remarks: 

Applicant's Remarks, filed 15 Jan 2009, have been fully considered and not 
found persuasive. 

As this is not the only remaining grounds of rejection, it is proper to maintain this 
provisional obviousness-type double patenting rejection. 
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Conclusion 

No claim is found to be allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jonathan S. Lau whose telephone number is 571-270- 
3531 . The examiner can normally be reached on Monday - Thursday, 9 am - 4 pm 
EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia Anna Jiang can be reached on 571-272-0627. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (BBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Jonathan Lau /Shaojia Anna Jiang/ 

Patent Examiner Supervisory Patent Examiner 

Art Unit 1623 Art Unit 1623 
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